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At pages 27 and 28, the specification teaches that the polynucleotides co-expressed 
with known matrix remodeling proteins are correlated with at least 2 known matrix remodeling 
proteins by having a correlation p-value of less than 10 7 , or -log of 8 and above. Below is 
depicted an abbreviated table much like that shown in Table 4 at page 27, with the highest 
correlated known matrix proteins (KMP) and their functions set forth. If there were multiple KMPs 
having the same correlated score, these are listed as well. 
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runcTion 


1 
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oUo 1 oz 


KAKAD 

MMr 


AMI* ^J* 

matrix metalloproteinases including collagenases 


0 
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ZQ770Q 
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OO/O^TT 


i or 


11 live iiooUtj ynjw 11 1 nj^nji 


4 


1362659 


coll 1; VI 


collagen 1 and VI 


5 


1446685 


col IV 


collagen IV 


6 


1556751 


C/DSPG 


chondroitin/dermatan sulfate proteoglycans 


7 


1656953 


MGP 


matrix Gla protein; regulates calcification of cartilage 


8 


1662318 


col IV 


collagen IV 


9 


1996726 


coll III 


collagen III 


10 


2137155 


BM-40 


osteonectin; induces MMP synthesis 


11 


2268890 


fibrillin 


extracellular microfibrills 


12 


2305981 


fibulin; MGP 


binds fibrinectin, platelet adhesion, cleaved by MMP; 








regulates calcification of cartilage 


13 


2457612 


CTGF; MGP 


connective tissue growth factor; 








regulates calcification of cartilage 


14 


2814981 


col IV; VII; MMP 


collagen IV; VII; matrix metalloproteinases 


15 


3089150 


C/DSPG 


chondroitin/dermatan sulfate proteoglycans 


16 


3206667 


MGP 


Matrix Gla protein, regulates calcification of cartilage 


17 


3284695 


MGP 


Matrix Gla protein, regulates calcification of cartilage 


18 


3481610 


hevin; MGP 


extracellular matrix protein; 








regulates calcification of cartilage 


19 


3722004 


TIMP-1;3 


tissue inhibitor of MMP 


20 


3948614 


col IV 


collagen IV 



Note that the sequences depicted as SEQ ID NO: 1-20 co-express with nucleic acid 



encoding known matrix proteins having different functions. SEQ ID NO: 1-20 differ in structure as 
well. Therefore, this restriction requirement will separate the nucleic acids having SEQ ID NO: 1- 
20 because these DNAs vary in structure and are co-expressed with DNAs encoding proteins 
having different functions. The function of the polypeptides encoded by SEQ ID NO: 1-20 is not 
provided, though SEQ ID NO: 2, 6, and 1 1 encode SEQ ID NO: 21 , 22, and 23, having paralemin, 
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opsin, and angiopoitin activity, respectively (page 29), based on sequence homology, which 
activity does not correlate with the activity of the known matrix protein co-expressed with SEQ ID 
NO: 2, 6, or 11. 

Note that broad method claims will be searched even when a specific ligand is elected 
- see below. The election of the ligand provides a starting point for the search. However, if art is 
found against the broad claim, the search will stop at the elected ligand. 

Note that methods of using an elected nucleic acid or polypeptide can be rejoined in 
accordance to In re Ochiae. 



Note that the claims were not numbered sequentially, in that Claim 7 is missing. Thus, the 
claims have been renumbered in accordance to Rule 1 26. 



Restriction to one of the following inventions is required under 35 U.S. C. 121: 



1. 


Claims 1-3, 12, 13, and 
classified in 536/23.1. 


14, 


drawn 


fo 


polynucleotides 


having 


SEQ 


ID 


NO: 1, 


2. 


Claims 1-3, 12, 13, and 
classified in 536/23.1 


14, 


drawn 


to 


polynucleotides 


having 


SEQ 


ID 


NO: 2, 


3. 


Claims 1-3, 12, 13, and 
classified in 536/23.1 


14, 


drawn 


to 


polynucleotides 


having 


SEQ 


ID 


NO: 3, 


4. 


Claims 1-3, 12, 13, and 
classified in 536/23.1 


14, 


drawn 


to 


polynucleotides 


having 


SEQ 


ID 


NO: 4, 


5. 


Claims 1-3, 12, 13, and 
classified in 536/23.1. 


14, 


drawn 


to 


polynucleotides 


having 


SEQ 


ID 


NO: 5, 


6. 


Claims 1-3, 12, 13, and 
classified in 536/23.1. 


14, 


drawn 


to 


polynucleotides 


having 


SEQ 


ID 


NO: 6, 


7. 


Claims 1-3, 12, 13, and 
classified in 536/23.1. 


14, 


drawn 


to 


polynucleotides 


having 


SEQ 


ID 


NO: 7, 


8. 


Claims 1-3, 12, 13, and 
classified in 536/23.1 


14, 


drawn 


to 


polynucleotides 


having 


SEQ 


ID 


NO: 8, 


9. 


Claims 1-3, 12, 13, and 
classified in 536/23.1 


14, 


drawn 


to 


polynucleotides 


having 


SEQ 


ID 


NO: 9, 


10. 


Claims 1-3, 12, 13, and 
classified in 536/23.1 


14, 


drawn 


to 


polynucleotides 


having 


SEQ 


ID 


NO: 10, 


11. 


Claims 1-3, 12, 13, and 
classified in 536/23.1. 


14, 


drawn 


to 


polynucleotides 


having 


SEQ 


ID 


NO: 11, 


12. 


Claims 1-3, 12, 13, and 
classified in 536/23.1 


14, 


drawn 


to 


polynucleotides 


having 


SEQ 


ID 


NO: 12, 
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13. 

14. 

15. 

16. 

17. 

18. 

19. 

20. 

21. 

22. 

23. 

24. 

25. 

26. 

27. 

28. 

29. 

30. 

31. 

32. 

33. 

34. 

35. 

36. 



Claims 1-3, 12, 13, and 14, drawn to polynucleotides having SEQ ID NO: 13, 
classified in 536/23.1 
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Claims 2, 


3, 12, 13, and 


14, 


drawn 


to 


polynucleotides 


having 


SEQ 


ID 


NO: 


16, 


classified 


in 536/23.1. 




















Claims 2, 


3, 12, 13, and 


14, 


drawn 


to 


polynucleotides 


having 


SEQ 


ID 


NO: 


17, 


classified 


in 536/23.1. 




















Claims 2, 


3, 12, 13, and 


14, 


drawn 


to 


polynucleotides 


having 


SEQ 


ID 


NO: 


18, 


classified 


in 536/23.1. 




















Claims 2, 


3, 12, 13, and 


14, 


drawn 


to 


polynucleotides 


having 


SEQ 


ID 


NO: 


19, 


classified 


536/23.1. 




















Claims 2, 


3, 12, 13, and 


14, 


drawn 


to 


polynucleotides 


having 


SEQ 


ID 


NO: 20, 



classified 536/23.1. 

Claims 4-8, drawn to method for identifying ligands to polynucleotides having 
SEQ ID NO: 1 , classified in 435/6. 

Claims 4-8, drawn to method for identifying ligands to polynucleotides having 
.SEQ ID NO: 2, classified in 435/6. 

Claims 4-8, drawn to method for identifying ligands to polynucleotides having 
SEQ ID NO: 3, classified in 435/6 

Claims 4-8, drawn to method for identifying ligands to polynucleotides having 
SEQ ID NO: 4, classified in 435/6 

Claims 4-8, drawn to method for identifying ligands to polynucleotides having 
SEQ ID NO: 5, classified in 435/6. 

Claims 4-8, drawn to method for identifying ligands to polynucleotides having 
SEQ ID NO: 6, classified in 435/6. 

Claims 4-8, drawn to method for identifying ligands to polynucleotides having 
SEQ ID NO: 7, classified in 435/6. 

Claims 4-8, drawn to method for identifying ligands to polynucleotides having 
SEQ ID NO: 8, classified in 435/6 

Claims 4-8, drawn to method for identifying ligands to polynucleotides having 
SEQ ID NO: 9, classified in 435/6. 

Claims 4-8, drawn to method for identifying ligands to polynucleotides having 
SEQ ID NO: 10, classified in 435/6. 

Claims 4-8, drawn to method for identifying ligands to polynucleotides having 
SEQ ID NO: 1 1 , classified in 435/6. 

Claims 4-8, drawn to method for identifying ligands to polynucleotides having 
SEQ ID NO: 12, classified in 435/6. 

Claims 4-8, drawn to method for identifying ligands to polynucleotides having 
SEQ ID NO: 13, classified in 435/6. 

Claims 6-8, drawn to method for identifying ligands to polynucleotides having 
SEQ ID NO: 14, classified in 435/6. 

Claims 6-8, drawn to method for identifying ligands to polynucleotides having 
SEQ ID NO: 1 5, classified in 435/6. 

Claims 6-8, drawn to method for identifying ligands to polynucleotides having 
SEQ ID NO: 16, classified in 435/6.. 
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37. Claims 6-8, drawn to method for identifying ligands to polynucleotides having 
SEQ ID NO: 1 7, classified in 435/6.. 

38. Claims 6-8, drawn to method for identifying ligands to polynucleotides having 
SEQ ID NO: 18, classified in 435/6.. 

39. Claims 6-8, drawn to method for identifying ligands to polynucleotides having 
SEQ ID NO: 1 9, classified in 435/6. 

40. Claims 6-8, drawn to method for identifying ligands to polynucleotides having 
SEQ ID NO: 20, classified in 435/6. 

If any one of Inventions 21-40 is elected, Applicant are requested to also 
elect a molecule selected from DNA, RNA, peptide nucleic acids, mimetcs, and 
proteins as set forth in Claims 5 and 8. These molecules differ in structure and 
function and therefore are considered to be patentably distinct. 



Al 

41. 


Claims 9-1 1 , drawn to method for detecting 
having SEQ ID NO: 1 , classified in 435/6. 


gene 


expression 


OT 


polynucleotides 


AO 

AZ. 


Claims 9-1 1 , drawn to method for detecting 
having SEQ ID NO: 2, classified in 435/6. 


gene 


expression 


ot 


polynucleotides 


AL 


Claims y-ii, uiQwn to meinoa Tor aeTeciing 
having SEQ ID NO: 3, classified in 435/6. 


gene 


expression 


OT 


poiynucieonaes 


44. 


Claims 9-11, drawn to method for detecting 
having SEQ ID NO: 4, classified in 435/6. 


gene 


expression 


of 


polynucleotides 


45. 


Claims 9-11, drawn to method for detecting 
having SEQ ID NO: 5, classified in 435/6. 


gene 


expression 


of 


polynucleotides 


46. 


Claims 9-1 1 , drawn to method for detecting 
having SEQ ID NO: 6, classified in 435/6. 


gene 


expression 


of 


polynucleotides 


47. 


Claims 9-11, drawn to method for detecting 
having SEQ ID NO: 7, classified in 435/6. 


gene 


expression 


of 


polynucleotides 


48. 


Claims 9-11, drawn to method for detecting 
having SEQ ID NO: 8, classified in 435/6. 


gene 


expression 


of 


polynucleotides 


49. 


Claims 9-11, drawn to method for detecting 
having SEQ ID NO: 9, classified in 435/6. 


gene 


expression 


of 


polynucleotides 


50. 


Claims 9-11, drawn to method for detecting 
having SEQ ID NO: 10, classified in 435/6. 


gene 


expression 


of 


polynucleotides 


51. 


Claims 9-11, drawn to method for detecting 
having SEQ ID NO: 1 1 , classified in 435/6. 


gene 


expression 


of 


polynucleotides 


52. 


Claims 9-11, drawn to method for detecting 
having SEQ ID NO: 12, classified in 435/6. 


gene 


expression 


of 


polynucleotides 


53. 


Claims 9-11, drawn to method for detecting 
having SEQ ID NO: 13, classified in 435/6. 


gene 


expression 


of 


polynucleotides 



54. Claims 15 and 16, drawn to protein encoded by polynucleotides having SEQ ID 
NO: 1, classified in 530/350. 

55. Claims 15 and 1 6, drawn to protein encoded by polynucleotides having SEQ ID 
NO: 2, classified in 530/350. 

56. Claims 15 and 16, drawn to protein encoded by polynucleotides having SEQ ID 
NO: 3, classified in 530/350. 

57. Claims 15 and 16, drawn to protein encoded by polynucleotides having SEQ ID 
NO: 4, classified in 530/350. 
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1 7, classified in 530/350. 
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NO 


18, classified in 530/350. 
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1 9, classified in 530/350. 
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Cla 


ms 1 5 and 1 6, drawn to pro 




NO 


20, classified in 530/350. 



Page 6 



fein encoded by 


polynucleotides 


having SEQ 


ID 


fein encoded by 


polynucleotides 


having SEQ 


ID 


fein encoded by 


polynucleotides 


having SEQ 


ID 


fein encoded by 


polynucleotides 


having SEQ 


ID 


fein encoded by 


polynucleotides 


having SEQ 


ID 


fein encoded by 


polynucleotides 


having SEQ 


ID 


fein encoded by 


polynucleotides 


having SEQ 


ID 


ein encoded by 


polynucleotides 


having SEQ 


ID 


ein encoded by 


polynucleotides 


having SEQ 


ID 


ein encoded by 


polynucleotides 


having SEQ 


ID 


ein encoded by 


polynucleotides 


having SEQ 


ID 


oin pnrnHpH hv 


nnivni |/HontiHp>c 


hnvinn ^FP 


ID 


ein encoded by 


polynucleotides 


having SEQ 


ID 


ein encoded by 


polynucleotides 


having SEQ 


ID 


ein encoded by 


polynucleotides 
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74. Claims 1 7-19, drawn to method of using polypeptide encoded by 
polynucleotides having SEQ ID NO: 1 , classified in 435/7.1 . 

75. 17-19, drawn to method of using polypeptide encoded by polynucleotides 
having SEQ ID NO: 2, classified in 435/7.1 . 

76. Claims 17-19, drawn to method of using polypeptide encoded by 
polynucleotides having SEQ ID NO: 3, classified in 435/7.1 . 

77. Claims 1 7- 1 9, drawn to method of using polypeptide encoded by 
polynucleotides having SEQ ID NO: 4, classified in 435/7.1 . 

78. Claims 17-19, drawn to method of using polypeptide encoded by 
polynucleotides having SEQ ID NO: 5, classified in 435/7.1 . 

79. Claims 1 7-19, drawn to method of using polypeptide encoded by 
polynucleotides having SEQ ID NO: 6, classified in 435/7.1 . 

80. Claims 17-19, drawn to method of using polypeptide encoded by 
polynucleotides having SEQ ID NO: 7, classified in 435/7.1 . 

81 . Claims 17-19, drawn to method of using polypeptide encoded by 
polynucleotides having SEQ ID NO: 8, classified in 435/7.1 . 
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82. Claims 17-19, drawn to method of using polypeptide encoded by 
polynucleotides having SEQ ID NO: 9, classified in 435/7.1 . 

83. Claims 17-19, drawn to method of using polypeptide encoded by 
polynucleotides having SEQ ID NO: 10, classified in 435/7.1 . 

84. Claims 17-19, drawn to method of using polypeptide encoded by 
polynucleotides having SEQ ID NO: 11, classified in 435/7.1 . 

85. Claims 17-19, drawn to method of using polypeptide encoded by 
polynucleotides having SEQ ID NO: 1 2, classified in 435/7. 1 . 

86. Claims 17-19, drawn to method of using polypeptide encoded by 
polynucleotides having SEQ ID NO: 13, classified in 435/7.1 . 

87. Claims 1 7-19, drawn to method of using polypeptide encoded by 
polynucleotides having SEQ ID NO: 14, classified in 435/7.1 . 

88. Claims 17-19, drawn to method of using polypeptide encoded by 
polynucleotides having SEQ ID NO: 15, classified in 435/7.1. 

89. Claims 17-19, drawn to method of using polypeptide encoded by 
polynucleotides having SEQ ID NO: 1 6, classified in 43.5/7.1 . 

90. Claims 17-19, drawn to method of using polypeptide encoded by 
polynucleotides having SEQ ID NO: 1 7, classified in 435/7.1 . 

9 1 . Claims 17-19, drawn to method of using polypeptide encoded by 
polynucleotides having SEQ ID NO: 18, classified in 435/7.1 . 

92. Claims 17-19, drawn to method of using polypeptide encoded by 
polynucleotides having SEQ ID NO: 19, classified in 435/7.1 . 

93. Claims 17-19, drawn to method of using polypeptide encoded by 
polynucleotides having SEQ ID NO: 20, classified in 435/7.1 . 

If any one of Inventions 74-93 is elected, Applicant are requested to also 
elect a molecule selected from DNA, RNA, peptide nucleic acids, mimetcs, and 
proteins as set forth in Claim 18. These molecules differ in structure and function 
and therefore are considered to be patentably distinct. 



The inventions are distinct, each from the other because of the following reasons: 
The nucleic acids of Inventions 1-20 are related to the protein of Inventions 54-73, 
respectively, by virtue of encoding same. The DNA molecule has utility for the recombinant 
production of the protein in a host cell, as recited in the Claims of Invention I. Although the DNA 
molecule and protein are related since the DNA encodes the specifically claimed protein, they 
are distinct inventions because the protein product can be made by another and materially 
different process, such as by synthetic peptide synthesis or purification from the natural source. 
Further, the DNA may be used for processes other than the production of the protein, such as 
nucleic acid hybridization assay. 
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Inventions 1-20 and Inventions 21-40 are related as product and process of use. The 
inventions can be shown to be distinct if either or both of the following can be shown: (1 ) the 
process for using the product as claimed can be practiced with another materially different 
product or (2) the product as claimed can be used in a materially different process of using that 
product (MPEP □ 806.05(h)). In the instant case the product as claimed can be used in a 
materially different process such as in the recombinant production of protein. 

Inventions 1-13 and Inventions 41-53, respectively, are related as product and process of 
use. The inventions can be shown to be distinct if either or both of the following can be shown: 
(1 ) the process for using the product as claimed can be practiced with another materially 
different product or (2) the product as claimed can be used in a materially different process of 
using that product (MPEP □ 806.05(h)). In the instant case the product as claimed can be used 
in a materially different process such as in the recombinant production of protein. 

Inventions 54-73 and Inventions 74-93, respectively, are related as product and process 
of use. The inventions can be shown to be distinct if either or both of the following can be 
shown: (1 ) the process for using the product as claimed can be practiced with another 
materially different product or (2) the product as claimed can be used in a materially different 
process of using that product (MPEP □ 806.05(h)). In the instant case the product as claimed . 
can be used in a materially different process such as in the production of antibody. 

The nucleic acids of Inventions 1-20 are not used in the methods of Inventions 74-93 and 
therefore Inventions 1-20 and 74-93 are patentably distinct. 

The proteins of Inventions 53-74 are not used in the methods of Inventions 21-53 and 
therefore Inventions 53-74 are patentably distinct. 

The methods of Inventions 21-53 and 74-93 require different products and different steps 
and therefore Inventions 21-53 and 74-93 are patentably distinct. 
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Because these inventions are distinct for the reasons given above and have acquired a 
separate status in the art as shown by their different classification, restriction for examination 
purposes as indicated is proper. 

Applicant is reminded that upon the cancellation of claims to a non-elected invention, 
the inventorship must be amended in compliance with 37 CFR 1 .48(b) if one or more of the 
currently named inventors is no longer an inventor of at least one claim remaining in the 
application. Any amendment of inventorship must be accompanied by a petition under 37 
CFR 1.48(b) and by the fee required under 37 CFR 1.1 7(i). 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Karen Cochrane Carlson, Ph.D. whose telephone number is 703-308-0034. 
The examiner can normally be reached on 7:00 AM - 4:00 PM, off alternate Fridays. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Dr. Christopher Low can be reached on 703-308-2329. The fax phone numbers for 
the organization where this application or proceeding is assigned are 703-308-4242 for regular 
* communications and 703-308-4242 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703-308-1 235. 



June 20, 2003 



*** 




